Gastric cancers are considered to show moderate sensitivity to chemotherapy. However, for cases of inoperable gastric cancer, recurrent gastric cancer for which surgery is not indicated, and noncurative resection, it is difficult to achieve complete cure by application of chemotherapy alone. Nevertheless, it is clear that chemotherapy in advanced disease confers significant benefit in median survival and quality of life when compared with best supportive care. This degree of therapeutic efficacy has not been demonstrated with various alternative therapies, including immunotherapy, thermotherapy, etc, which have been used in some parts of the world.
Accordingly, chemotherapy should be considered the first line of treatment for patients with inoperable recurrent gastric cancer and patients undergoing noncurative resection of gastric cancer.
Although the indications of chemotherapy for gastric cancer will be unresectable cases, recurrent cases for which surgery is not indicated, and cases of noncurative resection (curability C), in principle, it will also be necessary for the patients to be in comparatively good general health and to have no serious organ failure. In practical terms, the conditions required for the indication of chemotherapy for gastric cancer will be a performance status (PS) of 0-2, sT4 or a high degree of lymph node metastasis (N3 or more), initial therapy or recurrent cases showing P1, H1, or some other M1, and noncurative resection cases. However, while there is a large body of support currently for the use of cisplatin plus 5-fluorouracil (5-FU), no single regimen has become the treatment standard, and any drug or combination which can consistently achieve a greater than 40%-50% response rate will be an important advance [10] [11] [12] [13] [14] [15] [16] [17] [18] [19] [20] [21] [22] [23] .
In this context there was considerable interest in the results of the TAX 325 study [24] . In this large randomized phase II trial, the three-drug combination of docetaxel, cisplatin, and continuous infusion 5-FU Although changes in diet, refrigeration, and environmental factors have led to a decrease in the incidence of gastric cancer over the last 50 years, this disease, worldwide, remains second only to carcinoma of the lung as a cause of cancer deaths [1] [2] [3] [4] [5] [6] . Globally, it is estimated that more than 800 000 new cases of gastric cancer are diagnosed each year. This represents around 10% of all cancers [1, 2] .
In Japan, where gastric cancer is endemic, early diagnosis through population screening has led to an encouraging 5-year survival rate of 50%, and there are indications that conservative surgery in early disease can produce results as good as more conventional procedures [3, [7] [8] [9] . In Western Europe, the United States, and Australia, where gastric cancer is frequently diagnosed only when at an advanced stage, 5-year survival rates are more typically in the region of 20%-25%, and surgery is frequently seen primarily as a palliative procedure [1, 2, 5, [7] [8] [9] .
Epidemiologically, gastric cancer remains a common disease; and evidence suggests that the decline seen in its incidence over the past few decades is now clearly slowing. Clinically, gastric cancer remains a devastating condition requiring intensification of our research efforts and the development of an integrated multimodality approach to its more effective management. Designing a research program in this area requires a clear head and a logical line of thought.
Relatively few aspects of the treatment of gastric cancer are agreed upon. This is so even with primary intervention, because the extent to which more radical dissection, as practiced in Japan, is genuinely curative is still debated. proved superior to the docetaxel/cisplatin doublet in response rate and time to progression. The study was not powered to detect differences in survival. Moreover, it remains for the ongoing phase III comparison of the three drugs above versus cisplatin and 5-FU to provide further evidence on the relative benefit and toxicity profile of the three-drug combination. In Japan, there is considerable interest in the combination of irinotecan with cisplatin, and in monotherapy with the oral fluoropyrimidine S-1 [18, 19] . A phase III trial will compare the irinotecan/cisplatin doublet with single-agent S-1 and a reference 5-FU arm.
Gastric cancer is a highly heterogeneous disease, the precise anatomical site in which the primary occurs being only the most obvious difference between tumors. It is likely that current chemotherapy protocols for advanced disease are being used to treat cancers of widely varying biology. Determining the molecular characteristics of a given tumor, such as whether it overexpresses Her-2 neu, is being seen as an important step towards the individualization of therapy with current cytotoxic agents and as a precursor of treatment with novel biological agents.
Clinical studies have been carried out with the objective of elucidating the effectiveness of various monotherapy and multidrug chemotherapy regimens in the prevention of recurrence of gastric cancer arising from microscopic residual tumors after curative resection. However, to date there has been little evidence generated which proves a definite life-prolonging effect for any of the tested regimens in the adjuvant setting.
Nevertheless, it has been reported that metaanalysis of the results of a number of randomized controlled clinical studies indicated the existence of a life-prolonging effect with adjuvant therapy [25] . Therefore, it is thought that further clinical studies should be carried out in order to clarify the effects of adjuvant therapy for gastric cancer patients. A large-scale controlled trial in Japan yielded results showing that postoperative chemotherapy is not necessary for T1 gastric cancer patients, regardless of whether or not there is lymph node metastasis, or for T2 patients without lymph node metastasis. A clinical study is required in gastric cancer patients who undergo curative resection, excluding those with early-stage cancer and T2/N0 patients. However, at present, we are still unable to recommend a specific chemotherapy regimen as a standard therapy. Despite the unsatisfactory nature of current treatments, there is a sense of progress. The findings of the Southwest Oncology Group (SWOG) 9008 study, showing that the combination of chemotherapy with radiotherapy postoperatively improved disease-free and overall survival, has generated renewed interest in adjuvant treatment after several decades barren of positive adjuvant chemotherapy trials [26] . Further, the introduction of active new agents has greatly extended the choice of options for chemotherapy in all disease settings. There is a clear justification for new regimens of proven value in advanced disease to be assessed in adjuvant and neoadjuvant roles.
Neoadjuvant chemotherapy is a consolidated therapy which first aims at bringing about shrinkage of tumors, after which the residual primary tumor and/or metastatic lesions are resected. The shortterm efficacy is evaluated on the basis of the response rate and the resection rate, but it goes without saying that the final assessment endpoint is the life-prolonging effect as represented by the survival rate.
There have been a very small number of reports of cases of longterm survival when neoadjuvant chemotherapy was administered to patients who were unable to undergo radical resection of gastric cancer. Early indications (such as an increase in resectability) are promising, but the value of neoadjuvant chemotherapy (possibly combined with radiation) in gastric cancer has still to be demonstrated in large randomized trials. Several European studies are ongoing. In principle, the indication for neoadjuvant chemotherapy of gastric cancer would be patients who have moderately advanced disease and have a possibility of achieving curability B even when treated by surgery alone, but are at high risk of recurrence. The objective of neoadjuvant chemotherapy would be to control micrometastases in these patients. In concrete terms, the conditions for an indication would be cStage II-IIIB, that is, cT3-4, with cN1-3, P0, H0. However, it is also possible to have an indication for patients with highly advanced gastric cancer but the potential to achieve curability B when treated by chemotherapy and surgery. In such patients, neoadjuvant chemotherapy would be carried out with the objective of achieving down-staging prior to surgery.
In the chemotherapy of advanced disease, one approach is clearly to treat with an established firstline regimen, holding newer agents in reserve for second-line use on disease progression. Arguably, a disadvantage of this approach is that active agents are then being used against disease which has become both larger in bulk and more chemoresistant in character.
An alternative is to use more newer single agents and combinations in earlier treatment, possibly using noncross-resistant agents in quick succession in a sequential first-line strategy. Whether this would lead to a higher rate and greater degree of response remains to be demonstrated, but there must be at least the theoretical prospect of achieving a state of minimal residual disease in which the low-toxicity molecularly targeted agents, such as epidermal growth factor receptor (EGFR) and angiogenesis inhibitors, stand a chance of maintaining longterm control.
